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(71) tiiBgA ->x-U>^ n-#W~>3> 

Scherlng Corporatio 
n 
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y}±>!f n— H 2000 

(72) 5B§8# Ay*D, £:cf> t 5 ^— . 

1706 

(74)f$sA *?«± uj* 5§® 



(54) 1 fflo^giiB^^frr * 5 , 6, *^«7Ms^s^-re^n^^^/-f^T;^;v 



(57) am 

st (i) o^^^^^o^e9(c§soji8^-^oia 

tf» mnm *r^t)^isw£E^Tfrfs^a> resists* 
*ffi»s^<Da»ttfiT^<fcT/atg/ut (ma 

ft) ftftBT*5tt)PH?i*3tU K«Slt*SlCD2 
(I) ®fc#4fe£. eio<fc5«:jt!lB^S»:S#Jcl9:# 

[flsi] 



HN 




1 



n^2 00 1-522845 



im^cm i ] : 



HN 




N^Y^R 6 (I) 



X*«l ~ 7 m^jKMM^i:^-? fi 2 ~ 4 '^@c^)^:^iI^-^ 
nliO, 1 i tz it 2 19 ; 
mfiO~4-C&«9 ; 

p t± 0 ~ 4 ^ ; 

m(±o ~ Ax$>z>m&, Yfi> -so 2 -;-cs-;-co-;-conr 5 

-;-C0 (CHO «0- (wf± 1 ~ 4 -e&&) ; - COO-; -CON (OR 

5 ) -;-C (NR 5 ) NR 5 - ; -S 0 2 NR 5 -i^(i-C SNR'-^^-T ; 

, Yii-CHOR 5 -;-o-;-NR s CONR ! -;-NR s co-; 

— NR 5 — ; — OCONR 5 — ; — NR 5 C (NR 5 ) N R 5 - ; - N R 5 C S N R 5 
; — NR 5 CS — ^7tli— NR 5 S O2 — ; — NR 5 C (0) 0-;SfcJi-CSN 

R 2 -^IL ; 

( 1 ) 

(2) Afnjij - 

(4) TA^K /M3^>\ >ij/\n^f-;v, CN, NO2, OR 10 $fctiN 



(3) #^2 00 1-522845 

(5) 7J^K ^n^^, 1- 'jA0^f;K CN, N0 2 , OR lc £fcf±N 
R 10 R 11 frt>$kiL LXMIiR $fi£z 1 ~ 3 flOtM^ttl. S3£^ r n 7 'J 

(6) 7^;vh <J^nptf-;v^fcliNR l0 R ll ^t)^SLtM?^ l ~ 

9 

T-^^-r&TJV^r^^^(i*-NR 10 R ll ^Sb. R 10 *3 J:^R lx {i. 

f'j^n^f;K CN, NO;, OR^i^iiNR^R'^^ifiLTi^ 
1 ~ 3«Oll*3fe-r*5?Uj6CTlt*ai*L, iiTR'^itFR 11 }^ _fc 

Kb 2] 



(4) if3*2 00 1-522845 




q f± 1 ~ 7 19 ; 

m \t 0 ~ 4 «9 ; 
p i± 0 ~ 4 -e& 19 ; 

m^0-4©i^ Yfi> - SO:-, - S0 2 NH-> -CONH-, -CO 
-C (NH) NH-, Itli-CO (C Hi) .0-*^«RS*t tehVK 

, ?f»i:, Ytt, -NHCONH-, -O-ifcli-NHC (NH) NH-^g 

L ; teh&K 

"C&i? ; Y* s -CONH-> - S0 2 -l/;li-CO-T^i!) ; R^ s 7i-jH 
fciitft?!-^!) ; ^R 1 tiH i tiiTiv^JV^^ilUM? a ; * 

[»$*4] (1) n#Ot*>); (2) Y* ? -CONH-Jfcli-SO 
2--C*«9 ; (3) R 6 £ s (a) -|»?Hfc7x-Ji/ Cut, mW^Mi±3- 

frj-u* Y *z/frhM1RZ *L&) . (b) — ^7x-;v (CL£ 

(4) r 1 ^ «t tfR'a^H-c**. it«3 ufaiRo-fk^tto 



(5) ^2 00 1-522845 



[at3jt«5] qj&^T**, m^m 4 users ti&it&m 

[if £31 6] 



[ft 3] 




(7) #*200 1 -522845 

[Sl**7 ] n^l n ; Y* s - S O2-, -CONH-, -CO-. 
ttzit-CO (CH2) »0-.*f>l#!H ; -£LT, m^2~4tifcSi^ ± 
<7)SHiPx.T> YliSfc, -NHCONH-tfc(i-0-^t,I^?ti-i>> St$ 

[f&&£8] (1) q*< 1 4^»±2-C*i9 ; (2) n* s l-e*>l9; (3) 
0 - 3 -C* «9 ; (4) p^O, 1, £fcfi2"Ci>Jj; (5) Y^-CONH 
-4fc(i-SOi-T*l9 ; (6) R 6 rt s (a) -t»?H/:7x^jl- 

h 'j 7^d^ h^a^s^s*,*) , ife»4 (b) -m&ztitz 

fiit^ 1 ^SEHto-ffc^* i fzlifr^i&is L < tit &&jfn & £ ;* * < y Hi v-fe 

1 3 ] HirfE Hi T^? h^J^T : o^^rA t^#;w*~ 

if+ya7?-7> (descarboethoxyloratadine) -> 
7i*V "7 if ->*> (fexofenad i ne) , -b-^'J *s>frbm$iZil2> 



(8) #SI2 00 1-522845 

;v^x f ^ >/ n 7 ^ v > ^ ? , ft« 1 3HSBit$*t4^o 

lif^^t, wm^cDMmkjLM&zvMm'fe&T^tkm, *mftm?k 

[fit^S i 7 ] ffiia Hi ry : n??^, * 

1 6 I'fEaSfr&'fi&fflo 

8] flrlEHiT : n7 * v> ttzttTXjj 

#feftm&<D&m4&-r&£tmifc%m, tw^j-*-, nftfrmm. m 



(9) n$k2 00 1-522845 

[0 0 0 1 ] 

x_f*\ J^Tti^ : We s t , J r . [Bi exponent i a 1 Ki 

netics of (R) - [ J H] Methylhi stami ne 
Binding to the Rat Brain Hs Histamin 
e' Receptor], Journal of Neurochemistr 
y, Vol. 55, No. 5, pp. 1612-1616, 1990;West 
, J r. ^ Tldentificaton of Two Hj — Hista 
mine Receptor SubtypesJ, Molecular Ph 
armacology, 3 8 : 6 1 0-6 1 3 ; fci^Ko r t e f>, fCha 
racterization and Tissue Distributio 
n of Ha Histamine Receptors in Guine 
a Pigs by N<i-MethylhistamineJ, Bioche 
mical and Biophysical Research Commu 
nications, Vol. 168, No. 3, pp. 979~986£ 

<7)£ to 

[ 0 0 0 2] 

Arrangfjli, fl#fS4, 767, 7 7 8^ (1988 8/330 
[ 0 0 0 3] 

[ft 4] 

FU R 3 
/=r — C— C— NHo 



#g|2 00 1-522845 



4?3«o A r r a n g*>i4, t <7?SNg#* s > BBR^ftlMiPIS^ #S 
^T-fftTli'ffc'l* (hypothalmi c-hypophyseal) <£>5H& 

<o mmtfs ttfrmkis x mKMm^t±^ w&* * £ t * , $ % k m 

*LTV>4, A r r a n g^Cfot, 7-t>y>-«« 
[ 0 0 0 4] 

EP 0 197 8 4 0 t-3^T(?)D e r w e n t abs t rac t 86 
-273706/42 14, JBlT^O-f 5 ^ V- ;Vfl«C#*H^^"& : 
[ 0 0 0 5] 



[It 5] 




LTR 2 f4. 1-6C7J^)K t°^n^.;K 3- (^'/X>f 5 T/a> (be 



Cll) 93^12 00 1-522845 

nz imi dazo 1 on) - 1 ->f )V) 7°u\d)V^ -CZ-NHRsifcli ( 
i ) V) : 

[ 0 0 0 6] 

[ft 6] 




it (i i ) (Olt^ 19 : 

[ 0 0 0 7] 

Kb 7 ] 

R 3 (±> H, .* f-JK /^n v C N, CF 5 i^liC OR^T^ *9 ; R< it, 1 - 6 C 

T ^ 3-6Cv^D7JV^^i/di7x-jv (&3?KI& CT p< f- ;v £ fi 

F-efi^^tLTi/^) -e^l9 ; Zf±, O, S, NH, N - 2 £ fi N - C N 

19 ; tt h V*K R 5 it 1 - 8 C r ;v ^ ;w 3 - 6 C -> ^ n t ;v ( 7 ^ =. ;w 

t*gHEDTt3^? tlT^S) , 3-6C-/^n7JK^ (1-3C) Tfr* 
;K 7x--)V (£^KBC-CJ?-)V, ADf ^fiCF 3 T-tt$tlt^l)) . 7 
(1-3C) T^JK 7-7^)^, T frttz lip - 

[ 0 0 0 8] 

*S#fFlj§4, 9 2 5, 8 5 lft:o^T?)Derwent abstrac 
t 9 0 - 1 8 4 7 3 0/2 4 (i, >J ^fi, = j. a - -7 js J: tffi JfiL#i£ IS 

m-t& tztb<Dm.mmM 1 1 & 2 - * £ a 4 - ( 2 - dH-^^r/-^ 



(12 ) #12 00 1 -5 22 845 

[0 0 0 9] 

[tts] 




:;t\ Rti, -CH: (CHO --Me, -CO- (CHO .-Melfcli- 
CO-CMei-R^**) ; mf± 2 ~ 1 8 X-$>*) ; R 2 l±H i fcttM e T*> *) ; 
Rit±- (CHO n-Rj-e*^ ; nliO- 1 3T-*<9 ; R 3 {±, H, i-Prt 
fclit-Bu "C* 19 ; £ «fc Wiii (floating) 2 - £ fctt 4 
**;fc*?U (1) RxMtt&C^O^ftrtU 3 *jfi*.-f ; (2) 
Rfc i^RiK&tt&CIl^O^ft^ 5 £j^X-&^ 0 

[0 0 10] 

! 99 3^6^240 fc&gg S tlfcWO 9 3/ 1 2 1 0 711, ^c^^cT)^^- 



[0011] 

[-ft 9] 

/ ==^"X^< T ^ — R 5 ( x 0) 
HN^N (C) p R 4 

(A) mli, 1 £<fctf 2^*b&&^£>iIiRSft&K$C-C& »9 ; 

(B) n^i^pti, ggk^&<9> * Ut n is «fc V s p <7>&%ftf 4 <£ 0 



(13) 4$* 200 1-522845 

T#R\ R\ R\ &£V ! R A tf^frh%:2>&frh$klLLXmiRZil : 

(1) H ; 

(2) Ci ~Ce t;v^;p ; & J: 0* 

(3) - (CH:) ,-R 6 (££-^qf2. 1 - 7 <7>ggc^& >9 > ^LTR 6 

fju -or 7 , -c (o) or 7 , -c (o) r\ - 

OC (0) R\ -C (0) NR'R', CN, JsitF-SR 7 i^R 7 £«£ Zf 

~ ;mi is & f± , -OH, -0- (Ci~c.) r;v*;w ^or/, Ci 

(D) R 5 it, ^frh*2>&frhm.]RZ *i : 

(1) H ; 

(2) Ci~C 2 o7;v^^; 

(3) C s ~C 6 ->^ dt;w^jv ; 

(4) -C (0) OR 7 ' (iiT'R 7 '(±, R^^'Ht^i/^^^tT 

fe-eg^stt&R 7 <h |wiD-e&&) ; 

(5) -C (O) R 7 ; 

(6) -C (O) NR 7 R S ; 

( 7 ) T y ;p ; 

(8) 7*n/s°;vv?;v (propargyl) 

(9) - (CHO q-R 6 (C^T-qfeJ:a f R 6 (i±ieT*^?ti7tii^-e 

(E) R 7 &J:^R 8 fi, H, Ci~C«T;v^^> is J: CFCj ~ C« V* n r 

(F) h7^> ( ) tit % mi l lt*»), f LTnA'Ot* < , * 



(14) 



%$£.2 00 1-522845 



[0 0 12] 
[0 0 13] 

EP 0 4 2 8 4 3 4 A2*^"WO 9 6 / 2 9 3 1 5 *^0 
9 5 / 0 6 0 3 7 t±> £<,>ttH<0ft***H*l- ^LTH3V-t^-T^ 

[0014] 

1 9 9 6 ^83 1 6HCW««*Lft*i*«F«**0 8 / 6 8 9 9 5 1 * 
XVI 9 9 7^8^ 1 4Hi:ffiIHfc*i^lHI#0 8/9 0 9 3 1 9 ^i± 

l&IMfc05 atflt*? fell <^ *f> offififc <& * H t" * ° 

[0 0 1 5] 
[0 0 16] 

Hbio] 



(15) 



ft$k2 00 1-522845 




" ^'^n^y^Vr 6 (I) 

2mt~C {-T^-h-ib lfliS 2fl9) ^R'S^lOSCTfi? 

n fi> 0, lifcli2 -C* >J , 
J: Cfp fi^ 0-4 7$ >9 ; 
m>6 J 0-4 -c& Ylt-SOz- ; - CS - ; - CO - ; - C 0 N R 5 - 
; - C 0 (C Hi) « 0- (wJi 1 ~ 4 T&&) ; - COO - ; - CON (OR 5 
) - ; - C (NR 5 ) N R 5 — ; -S0 2 NR 5 -£*:fi-CSNR 5 -£gL; 

ra* ? 2~4^> YJix _bl£<^m* s 0 ~ 4 "T: HtO-f^T?)^^ 1^ * 
tLHiPX-TYfi, -CHOR 5 - ; - O- ; -NR'CONR 5 - ; - NR'CO- 
; -NR 5 - ; -OCONR 5 - ; -NR 5 C (NR 5 ) N R 5 - ; - N R 5 C S N R 
s ;-NR s CS-^;(i-NR 5 S0 2 -;-NR s C (O) 0-; ifcli-CS 

-!-tL-PtL<7)R 5 tt^Btir tT, T/U^f/K i tz li^ > v ;b £ U t ; 

R 6 te, T'j-)K ^fD7'J-K i'TtliaiO + U 1 ~ 3fl^fng? 

?^ltl)7JHJK Ifcli-NR^R 11 ! (litR'^^R 11 ^ H> T 
)V*JK i h 'J/mj* ^iL ; 



(16) #^2 001-522845 

7Narv> F'J^n^fJK CN, NO,, OR 10 . S ^fiNR^R 11 (--^ 

[0 0 17] 
[0 0 18] 

MR (s omn o 1 e n c e) , 
(agitation) SJiOWl**) > 4^«©CNSi* <«*-»^ T 

[0 0 19] 

******** ^ i ofls«4fci**«>«*=«**«*« Mn ** 

7 i~6fio**»^**i-*««^* fctt * ttLfc,MaL ' ,tJ,t1k 



(17) #^2 00 1-522845 

y^nj^^JKi, fSS7^^;v, h'j^n^f jv, EfN R 10 R 11 (ii 

"C R 1 0 is <fc R 1 1 (± , ±IE-e^cDiii9 T^>^) ^£&^£>3£2:LTS#iS 
1 ~ 3«<7^T^^Kj£DTg&S*t7t, 3 ~ 6«cr>^Jf^-^^-r^^ 

;w?y (ad) yjv^n, ^nn, fu * 4 rt: (i a - F£^-T ; 
, 757, fi7J^^7 5A v'tt7J^^7U (Witf, NR 10 R 11 ( 

c:ii"CR 10 j3j;o f R 11 (±> tJc|?, it7JV^;v, J tit h V ^ * 

6-f@<7^|f JK^- (fllAff, 2-£fctit3-fc°m;y^;W 2-, 3-. £ Ji 4 

-e^>j->*^;K 2 -$7t(i3 -^7v^K 2 - 2 fcji 3 --t /P* 'J -;k 
, h'jAn>fiK £ Jrtf'NR 10 R 11 (i^-eR 10 ^,!: CKR^fi. T^3f 



(18) 1#SI2 00 1-522845 

/ * it N K^ 1 £^ t , * VX%&M<7>mR Z-tfrK&v L /■< 

< (±4- S^RHK^^I-S 2-, 3-^li4-t*'JyJK 2 

-tfcli 3 -7 U /K 2 - $ fcli 3 -*-.x-/K 2-, 4-t^l±5-f7/') 
)K 2-ifcli4->f5r/U, 2-, 4 -i fc{i5 -bTU 5 v~)K 2 - tf 

7->^)W &&vMi3 -$tzit4 -try :Tv-;v£fc*) ) ;ffiu^fnr'J 

-;i^t±> 2-, 3 0*4 - tfy i?)V-c$,y) ; -rcD'N'r D7 y -A'Sli&S 
;K /mj$*v, h 'J^n^f;K CN, N0 2 > 0R l0 ^^:(iNR 10 R 11 (i: 

semii, 2- (h'j^f^'J;v) -i- h ^r->^ f- jvo m&f^-e & 19 ; 
DMAPii, f jv7 5 y tf y y^dir^ 19 ; 

D I P A i±> SM V e^jvt? ^^ifeS^-C* <9 ; 
DMS 0(i> y ^ f Ji'X jv* y F^i&lT^ ; 
DBUli, y'7f tT is? v?>T : t><VV&m-C& 1 0 ; 
DBNii, y*7f tfy^n/t^ows^t*!) ; 
LAHli, zklHfcy ^"y A 7;v5 a<7)B&|§-c& 19 ; 

C I (i> ft^-'f tfWfc^w&fi-c**) ; 
E 1 H\ m^-^Wm<7)B&il-e^> 19 ; 

H 0 B T t±> 1 — H Kn#y^Vy*f'J7 V- n/OH6S"C* *) 

EDC 1 l±> 1- (3-y^f)V7^7"Dt')V) - 3 -xf^* JHJ?iM ^ 



(19) 



!f3*2 00 1-522845 



Kan*tt*>*S§-e*> <9 ; 

TFAti, h 'J -7)V*nf|^<7)B&^-r* »9 ; 

L RM S -f£^fgK*^*T&^B&ft^*^o 
[ 0 0 2 0 ] 

[002 1 ] 

[0022] 
[ft 1 1 ] 




Y^'p^R 6 (II) 



CI £ "C q {i 1 ~ 7 -C* 19 , m fi 0 ~ 4 "9 , n It 0 4 (± 1 T$> *9 , pliO- 
Y(i-S0 2 -> -SOiNH-, -CONH-, -CO-, -C (N 
H) NH-£fc»i-CO (C Hz) *0-frt>M1RZtl, VMimrt* 2 ~ 4 OB# 
> YI±_t1E<*>£fc;(Hlx.T$ kfc, — NHCONH— > -0-, ifcH-NHC ( 
NH) NH-*4i fc^L ; f Ltw, R\ R 6 JsJ:^R 7 {i, ±8BK 56*3*1 
&ii<9-e£>S 0 

[ 0 0 2 3] 



I I ^-fb^^-c^ 19 > 



T (1) q* I l~4-C*4; (2) n^Olfclilf 



*«> ; ( 3 ) mfrO ~ 4 -e^S Ui9£f3:L<{i0~3, ^ LT&jsS kfcfliFS 
L< ii 0 - 2-C^>^>) ; (4) p^0~2-C^)^>; (5) Y# s -CONH-> - 
CO-, - SO:-, -CO (CHi) 2O-, 4^(±-0--e^^> (m* s 2M 



(20) #^2 0 0 1 -5 22 84 5 

L< tt*LV>WN -T^=b*>m^2 ~4 <Dft, Y it i tz - 0 - "C* >9 ) J 

(6) R 6 ^*? ^-;vc& > iiti<7)7x^JHi, 08-tL<\ty 

?m$?cimm) . CF^ C.-C^JV^^ OCF>. N0 2 . ^TtfiNR 1 
[0 0 2 4] 

5U I <7Mk^K-^T, R 1 jsi^RMi. Z t < {i?Kl5-c&£ 0 

[ 0 0 2 5] 

[ 0 0 2 6] 

[ 0 0 2 7 ] 
[ftl2] 




[ 0 0 2 8] 
{it 1 3 ] 



(22) 



200 1-522845 





a 




[ 0 0 2 9] 
[ 0 0 3 0] 

»o«»4, w*^ v^m> vo>«, -^v* 



(23) ^2 00 1-522845 

4 hUKm&^KffltoKDti&iDjftM (mi n e r a 1 ) »33 J: tfjfr 

o 

[ 0 0 3 1 ] 

T^-*Lt>0'iH/ro^^t tt^ < f,^**^ **UW-cii, mtm^oJta 

[ 0 0 3 2 ] 
[ 0 0 3 3 ] 

o^7x^75>, -tr-^';->'>> ^n;P7i^-9^>> V -7 J* > > s s9V*J 
trTrtA + V (carebast ine) > iffw^~79 ~J>, iy )V\£ J * 
■9" 5 > % *Wxl^*yD7?y> (descarboethoxyl or 
atadine) (SCH-34 1 17i LttfiJn) , v'7i>l:K75>, 
K^y7 5V, v^f-V'-r^, jce^-^f-v, x7l/f'Jy>' (e 

f 1 et i r i z i ne) > y a^^yy jl±-J> (fexofenad i ne) 

(mi zo 1 ast i ne) > ^^^~>'>, ;7>-t'J>> J ^ v * > % 

y *7Xr 5 V-Jl/ (norastemizole)^ f^v^. K k: 



(24) #^200 1 -522 845 

U9^>> ^o^-rA -r ;v 7 ^ 7 v ^ h'MUt5>, r^5^f^ (t 
emelastine). h^^v^Wf'J^-jy^ «K*Mt^*Mi 

?^L#So MX-H, 1 9 9 8#2fll 9 B^H^WO 9 8 / 0 6 3 9 4 £#HB<7> 
[0 0 3 4] 

^7;Uf 7»* a/Watf X h * -> ;V * 9 ? -7 > (SCH-34117H 

7v>\ n^v>, v^ii^^y , ^'/y^fv, yjv7Xr^/-JV, $ 

[ 0 0 3 5] 

*t7*v> (S CH-3 4 1 1 7 Lt^^) > V7i>K K55>, 
[ 0 0 3 6 ] 

ftg«fc*B*£-*>*fctt> jrF©*<&*H£»fe>*L* :*^H } 7>^^ 
[ 0 0 3 7 ] 

ft) ^tttJ:H s 3lfl^^Jo 
[ 0 0 3 8] 



(25) 



<&3k2 00 1-522845 



[ 0 0 3 9] 



[ 0 0 4 0] 

[0041] 
[it 1 4 ] 



L- (CH2) m -Y- (CHO p-R 6 



[0 0 4 2] 

±IS^Hi5V^T, R\ R\ R\ X, Y, rru nisi^pfi, ±|Ej£ I <^-fb 
-&te»-WLT5Ell$*L*a«9-e*4o LliC U Br, K £ «fc 0^3: IT £ 

[ 0 0 4 3] 

[ 0 0 4 4] 

(tf^'Jv> (n = 1 ) WIS?) 
(R^^-Al-XA 1 - (CHO i-?<Dit^) 




(26) 93f^2 00 1-522845 



(xm i ) 

[0 0 4 5] 
[it 1 5 ] 



Z R 1 R 1 



y N / 1) EtMgBr, CH 2 CI 2 /:|zN ^r/ N 

R l ° 2) N ^X- OH 3 * ? 

1 VW"-~ MCHO 

2 V 

0°C- 'sZ^JL 



fo&mi (1) D(i^nr>'> L< {ia^^-e* 1 ? , (2) 

-?-LT (3) RMi, Tltfg, T^^JV^fcl^'J^a^f^^ftl 
A/nn^i^^^'J-^-JHSI^Itl-o Jl^l'iT^ftf^ (M= ( 

[ 0 0 4 6] 
(Xfl 2 ) 

[0 0 4 7] 
[-ft 1 6 ] 

R 1 R 7 



z- 



/=|-N Ac 2 Q. B 3 N /=|=N ^ N 

N ^fV M '^>< J DMAP. CH 2 il 2 Z ~ N v,\\^ M "^ 
R 1 OH 3 R 7 Rl OAC 4 R 



f^7 5 ? ^317 ^ >t£*J3 £XT¥**f-)\>T ^f'J vX^J: 9^7v 

[ 0 0 4 8] 

(Xfl 3 ) 



(27) 



93^12 00 1-522845 



[ 0 0 4 9] 
[ft 1 7 ] 

R 1 

A*\ Pt0 2l HOAc /t|=N > 

£ _ ».i . \ I It » rr xt A %A L- 



R' 



MV^X ! H 2 .60p S i " Z - N ><^ M -^ 
R OAc 4 R? 2B^ R 5 



i 0 t£MW%MM<7>?f&T, J±t) ( 1 6 - 6 0 p s i ) T-Cfo%<k-r& t , 
5 £--^-x_& 0 

[0 0 5 0] 

(E^^-A2-Xi ! - (CHi) 2-~?lbZ>ik&®) 
(Xfl 1 ) 

[0 0 5 1 ] 
[ft 1 8 ] 



N^R R2— N /) C=CH 

" R>D (Ph 3 P) 2 PdCI 2 , Cul 
THF, D1PA 




1M 1 ft^&l (CICl-e (1) D=^n$->\ SFt L < fia^ftt? 

**<*>«H3££7j*U fLt (3) R'it'<>iSn>* tz\±W&Z titles ~/)\>*7ri 



(28) 



00 1-522845 



[ 0 0 5 2] 

(Iff 2 ) 

[ 0 0 5 3 ] 



Kb i 9 ] 



z . 

N 



*5\ 



H 2 (60 psi) 



R 7 Pd/C of Pd(OH) 2 
MeOH, HOAc, CH 2 CI 2 

|^ R 




* a i fctiTkSHfc'*? v*jJ»<t>x. *> %mt&*i$.m lt, i 6 ~ 6 o p s i 

[ 0 0 5 4] 

(Iff 3 ) 

[ 0 0 5 5] 



[ft2 0] 




H 2 (1 atm), Pd(OH) 2 
MeOH, HCl 




III 3 K&^X, it& 



<DMM ( 1 M) -C«k3ffi 



LT, 1 6 ~ 



6 0 p s i <^«EH<75JE*"C7lc5R'fk-rft > il&to 5 A 



(29) #S| 200 1-522845 

[ 0 0 5 6] 

(rjs**- a 3 -n&m 1 0 <Z>m9&) 

[ 0 0 5 7] 

2 i ] 

R 1 R 7 R 1 R 7 

R ' 5 R 7 R l 9 \ 7 

R l 



R 7 

HCI, MeOH _L N > 

80 °C hn n^m TTvJ (HCI) r 





10 



Rli- (CHi) ~-Y- (CHj) p-R 6 *T-$>^) o 
[ 0 0 5 8 ] 

mm^it, hci frj-vm. ( r ) iwt&m i o c#^i-attdHftat«7>jkic3fe^ 

[ 0 0 5 9] 

-fk^-^J 5 £ L — (CH2) -. — Y - (CHO P -R 6 <fc£-&9£& 
fig-r^o LttCU Br. I *3<t: XfmtLt tz\±4 >+i--f ? *Lfc O S O 

^CF^J: 0%OH*mmkLfzi><D%}?<7>!$m&-?$>2>o Y* s -C (O) NH 
-> -OCO£J:O f -SO*--e&i9. ^o m * s 2Ti4IS^ -ft^ 5 £ (C 
H 2 = CH) C (O) O (CHO P R\ (CH 2 = CH) C (O) N R 5 (C H 2 
) pR'fci^ (CH:=CH) SO2 (CH 2 ) pR^i^^MtM-?*^ 

O 

[ 0 0 6 0] 

h>Jxf;i/7^ 'J f ■) A y^f V ^ n t' JH U* U < (±*|^t h 



(30 ) 00 1-5 22 84 5 

[ 0 0 6 1 ] 

T% HClifcliHB r « 4**4*ttW«f*It 4 : H: i o Tttfti 
[ 0 0 6 2] 

(BUS;**-* 4 -xri s -c Hi 
(IS i ) 

[0 0 6 3] 
[<fc 2 2 ] 




IilC^T, ft^H (European J. Med Chem. 
1 9 7 9 , 14, 1 5 7~1 6 4i3i ^Tetrahedron Letts. 
1 9 9 0 , 3 1 , 9 3 3 ~ 9 3 6 KUn2*l^MtmU<vm^mU2tl2>) 

[0 0 6 4] 

(M 2 ) 

[0 0 6 5] 

2 3 ] 



00 1-522845 




III 2 Ki3V>T, -fk^Jfe 1 2 0 *C~ 1 0 0 V<DS.%il:\ THF, 

[ 0 0 6 6] 
(M 3 ) 

[ 0 0 6 7] 
[ft 2 4 ] 



OH 
1 I 




M3 K*5i/»"C\ ik&® 1 3 1 co Iff l t£lE«3*i7fcfc<*>fc 

/ua-;n 4 

[ 0 0 6 8] 
(III 4 ) 

[ 0 0 6 9] 
[it 2 5 ] 




(32) 



00 1-522845 



fto MeOH, EtOH^^i-PrOH (EtOH**»4 

[ 0 0 7 0] 
(XfS 5 ) 

[ 0 0 7 1 ] 
[it 2 6 ] 



TrN 




TrN 




N-R 



I»5fc*V>T, ft#»15t0tM0 0^ (»4L<»*2 5X5) 
Mj:t^)l,7 3>OJ:$fc£#*3»7 3>^<&##T, THF> ^-r^ 

).-Y- (CHOp-R 6 ^^ Ltt, ±?BRlB^*-A3^5&«6bfcJ:^* 
[ 0 0 7 2 ] 

(xm 6 ) 



[ 0 0 7 3] 



[1b2 7] 



TrN 




N-R 




1 7 ^r-^/i&o 

[ 0 0 7 4] 



(33) 



*5«2 00 1-522845 



(18 1 ) 

[ 0 0 7 5] 
[it 2 8 ] 




13 19 

Umi K^X, TfrTK K 1 3 *- 2 5 *C~ 8 0 V<DS.&^\ ^taS^^E 
T, ®^0^^--r^tt^4 I T% *j 4 y-rj v tftgi £ fcB S * , it&%9 1 9 £ 

'J f - ^ a y /f v ■/ n t' jv 7 5 Kt u ? AvM V7°n kT;vT5 K£s 

«fc tf \ »J ^ A If* ( f 'J ^f-jVy 'J 7 5 K, t h "J A fcf J2> (YV *J-)V 

1ftOja«*tt36lw|i, DM S 0<7)ct 9 ^ia^J^ffi'te^^n h >t4}§#£4>?> 

[ 0 0 7 6] 
(18 2 ) 

[ 0 0 7 7 ] 
[<t 2 9 ] 




19 20 



IfS2 ^j3V>T, Jiy -;1/jc-xjp i g £ 0*C~^J8 Ot^f-C', HC 1 t 

fcHHB r Oct ^ J&#^^te^g?-e<7>*!i3a^ iotrm h 2 o niniTK^Si" 

*o #c^-C> K2 0 *Rt&**- A 4, Iff 3 ~ 6 HfER^^t|^# 



(34) 



#J|2 00 1-522845 



[ 0 0 7 8] 

6 -Xtt- (CHO i (C Hz) 



[ 0 0 7 9 ] 



Ht3 0] 



OHC 




CHO 



V 

I N 



22 



1 tfi»L#4, ^-C. 2 1 ^ElSX^r-A 4 , Ifi 3 ~ 6 KfEft^flfc 

f £ * ^ n $r HJSffl S o 
[ 0 0 8 0 ] 
(Vfn'Jy> (n = 0) COP^) 

(X*i 1 ) 

[ 0 0 8 1 ] 
{it 3 1 ] 

Tr R 
1 / 

4 V 




CHO N \ C0 2 R 14 

23 R 1 ' 's 

[ 0 0 8 2] 

ZDfll KH^X, ®#I&H o r n e r -Emmo n s UM (fflLtf h 'J * f- 



(35) m$k2 00 1-522845 

/UfK K 2 3 tSJ££«o 
[ 0 0 8 3] 
(18 2 ) 

[ 0 0 8 4 ] 
Mb 3 2 ] 




IMW THF&<fc% $f t L < fiT-b h - h U ;v) 4-T% 7<>il (0flx.tfDB 
U, DBN, h'Jxf ji/7 5>4f, jfiL<liDBU) ©#|£T, 0*0-8 0 
t> flf i L < it 2 5 < C<7)SJ^tr2 4 B#Wh ft&£ fctt&jEjft- hnrw^ (« 

o 

[ 0 0 8 5] 

cat 3 ) 

[ 0 0 8 6] 
[it 3 3 ] 




(36) 



13*2 00 1-522845 



'MW*£mmm (^tfPd/C> Ra-Ni^^) Sr«fflLTT5>H«5cT 

[ 0 0 8 7 ] 

(X3B 4 ) 

[ 0 0 8 8] 



Kb 3 4 ] 





*4T) *K 0-C-8 OtJOttH, L<ji6 OtJOaK-e, 3 0^^ 

, fcffLOiLAH) fcKlfc3*ft**2 7 £#So 
[0 0 8 9] 

^t^»2 7^ 5tL- (CH.) --Y- (CHO p-R'^*^ 
[ 0 0 9 0] 

:£2 3*>ffi$&ft#*tt, ^^ft**^-***^"?**^ SfcttflA-tf-tSB 
<7>ft**l 3, 2 0**0*2 2H*V>r«St**L^X«IC*»t*il«»^^» 

[0 0 9 1] 



(37) #S200 1 -522 84 5 

[ 0 0 9 2] 
[ 0 0 9 3 ] 

($kMW l ) 

(IH A) 

[ 0 0 9 4 ] 
{it 3 5 ] 




- 7 8tT\ WtCt + VV (3 0 0 ml) *<Dm.it* V )V (13. 8g, 
9. 5 m 1, 10 9mmo 1 ) tz 7 y X 3 fc, DM S 0 (19. 9g, 2 

2 5mmo 1) *i»TLfco #*0|&£/&*lhS o£ f>, 8 #Mift# U 
fLT7^n-JV2 8 (10. Og, 2 7. 2 mm o 1 ) <Di&it* ^ V ( 
5 0ml) £8UHLfco 8t"C50ft(t^U F'Jxf^75 
> (45tnl, 2 2 5 mmo 1 ) £^JDU ^ L'T i <0 £ 4 5$bWtT£ 

LTSiLito «4i^y'J Am^nv 1-^77 (m.it^f-U>rp 1 0 ~ 

3 0 %T-fc h >) £j»2 9 *8lltJtfe:*->f * (7. 7g, 77%) U 
T#7t ILRMS (CUM+H)=367o 

[ 0 0 9 5] 

^^#H^T. N a H (95%, 2. Og. 7 9mmo 1 ) <D\^tz7 y 



C38 ) M2 0 0 1 -5 22 845 

C»THF ( 6 0 0 ml) *«jHLfco ZV>M&%}K V x ) p< f-JV** *^ T4r 
r- h (14. 0g> 7 7. 5mmo 1 ) >y*ILTiTLfco 

|gU ^T^iPLTlfiCiUco^THF ( 2 0 0 ml) + <D T )V T 
K2 9 (14. 5g, 39. 6mmol) Sr. 5"J > v £ii LT t WRSBfi-fr* 
t«StnUfc 0 1£TM 5^#b7tm, TLC (4 0%Sixf/l"^*t» 

tOActftaU, #*>*fc;£ttW*7'?>f >-Ctti£U MgS04-C«g»L 
> itai, ^UttLtlft^/:. £<7>®#£E tiO-^t> (1 : 2 

v/v) 5^##SJIU M*££M5. 9g**»fco «7fftt>"J U7)V<D?V 
?^57 (4 0 %E t 0 A c 0 %E t 0 A c ) SHO 7 

7 g<£>l»fi£#rt: (-£•*?-£ fcl&^Mi 8 1%) e LRMS (CI, M+H) = 4 
2 3 0 (C, HzeNr 00 «C HNM : C, 7 9. 2 5 ; H, 6. 22;N, 
6. 6 0 : C 79. 1 1 ;H, 6. 39;N, 6. 66 0 mp=12 

9-130. 5 "Co 
[ 0 0 9 6 ] 
(MB) 

[ 0 0 9 7] 

m 3 e ] 




30 (11. 0g> 26. lmmol) OCH»CN*» ( 3 0 0 ml) KC 
H3NO2 (29. 3g, 26ml, 480mmol) fryfaM L, igc^TD B U ( 
5. lg, 5. Oral, 33. 4 mm 0 1 ) Sri&ijnLfco ^ 
ffi^T, 1 8BlH^t, Z.<DmW? W<V%^Z W S TLC (4 0% 
E t OA c - H e x) HioT|ij««*Lfc. $JET«£^^*H ^~ M, * t 



(39) #12 00 1 -5 22 84 5 

T3S«**iffSfVU 1j9*)\<<09W Y9v7 (50%EtOAc-Hex-70 
%EtOAc) Kfrif, *kf&® & fc&<D * -i )Vt Lt 1 3. lg (JfiJK^-Ol 
0 0%) Hfco LRMS (CI, M+H) = 484 c (C29H2 9 N 3 00 ©CH 
Nfr#f : C , 72. 0 3; H, 6. 04 ; N, 8. 69: ^rlflfg C, 7 2. 0 
6 ; H6. 3 4 ; N, 8. 66 Q mp = 9 7. 5 - 9 9. 5 *C 0 
[ 0 0 9 8] 

(xm c ) 

[ 0 0 9 9 ] 
[it 3 7 ] 




\ 

H 



fk-£fe3 1 (2 x 5 g, 2 0. 7mmo 1 ) £$S7jcE tOH-THF (60- 
2 0, v/v) itCifSLto Ra-Ni (fe2X5g) ML, fLTP 
a r r#§f^7K^-e5 0 p s i £-eJnJELfc<, 4 -6HMllL/:t, TLCIi 
T ^ J )\s^<T)MJLi)^T LtzZt £^L£ ( 1 0 %M eOH-EtOA 

c) o MM*-tU h *Ml,tzi&&K£ oxm&^tco MLJ±TX~^^#U- h L 

+ -C3I^Waati-& £ t Ki *9 9 9 9 JoKWit^fco SSiaoTK: C 0 3 £l& 

Y9?y (10 %M eOH-CH 2 C I 2 — ► 1 0 %M e 0 H+ 2 %NH« 0 H) K 
WM^t7*7-f f(?)7^;V7r^i#tLT8. lg (9 2%)^£ 0 
LRMS (C 1 , M+H) =422 0 (C2 • H27 N» 0 x 1 . 5mo 1 H;0) <9 
CHNM : C, 74. 9 1 ; H, 6. 57;N, 9. 3 6 : HMtt C, 7 4 
. 7 6 ; H, 6. 1 7 ; N, 9. 1 4, MP=1 7 1- 1 7 3. 5t) 0 
[0 10 0] 
(1*1 D) 



(40) 



!f$Jt2 00 1-522845 



[0 10 1] 



Mb 3 8 ] 





LAH (180mg, 4. 8 0 mm o K 1 0 Si) WTHF*«(12ml 
) oAofc7?^3K, SST, 3 2«THFlMlLfc. £<GiI^«J*3 
^6 om»L. *cv>-e£«T*fr*PLfco i#Na»SO,xi 0 H.OO 
lili:iot:^HxyfL/:o 5%NaOH (ftlml) **illLfc2 

bfc. #ffi«**ET-C«ltb, ^t->'J^'iV^nvh^7 (10%M 
eHO-CH:Ch-10%MeOH+2%NH»OH) 3 3£ 

(ftMS&fcfri LT 1 6 8mg (7 3%) LRMS (C 1 > M+H) = 4 



0 8 



[0 10 2] 



(ISE) 



[0103] 



Mb 3 9 ] 





( + /-) 33 (315mg> 0. 7 7 4mmol) OCHjC (6m 



(41) mm.2 00 1-522845 

1 ) fc> E t j N (2m U 14. 4mmo 1 ) Sr^JllL, S^Tp - 

^nn^W^n'JK (2 15mg, 1. 0 9mmo 1 ) Srfl&flDLfco 

M#H*CT\ 2 ^cv^-e 1 / 2 CD^ff fcfc* * txAjK 

* Lty'J -Zir)\<<D? 07^^77 (1 %M eHO-CHiC 1 2^ 3 
%M e 0 H) fcs&*ti\ SfeO7tiV7 7^lM#^ 0 ^ -9" > - T -b h >"el9- 
#U g^tx;^i/-y 3 y i: J: oT^l/io ^:Sfe^Mifco LRMS 
(C 1 > M + H) = 5 8 2 o 
[0 10 4] 
CDg F ) 

[0105] 
[ffc4 0] 




3 4<7)tI*W'5rHC 1 i§lCJ:oT3 5 <DMMM.* m& ^#»feH# t LT 
LRMS (CI, M + H) = 3 4 0* 
[0 10 6] 

(ISA) 

[0107] 
lit 4 1 ] 



H 




^ CH2 ° H l.H 2 /Pd ✓sL*» r OH 

2. (BOC),0 




(42 ) SS2 00 1 -522 84 5 

36 ( 2 . Og) <OX-9 J- KWSl (20ml) » «fc XJF 1 0 %Klfi^7V 
? A (0. 3 g) Sr. Parr shaker*. 60ps it24 B#M. 

fc#>r JU*i>*nn* (2 0ml) i:»Jo y-t er t-/W* 

(2g) *£«>*»Efc«HjllU ^V>t4-y^f^7^K' , JvV ( 
0. 0 5g) toEJKfi#W*7 Ottll^Mil#L> Ltiff 

T-ex^**>- htSo 3kv»fto4*i SrV'J (5 0ml) ©79 y> 

■ex/<#l/- h Lfcf£> iSj^tl 3 7 (1 . 1 g) Srftrfe*^ ^fc tt#fco 

MS (CI) m/e = 1 4 6 (M-56) o 

[0108] 

COMB) 

[0109] 

Mb 4 2 ] 

H 

CH 2 -OS0 2 CH 3 



H " 



BOC 



37 BOC 



37a BOC 




3 7 (1. 1 g) £ £U ; h 'J xfJV7 5 > (0. 8 4ml) cr>v^nny * > 
»?ft**l&*-ri&ajlb, fLT^»^n'jF (0. 4 7ml) ^nn^ 
>iP* (5ml) ^»TL^* 5 f)l#tl)o t^Rjefi-frfc* 1**W*#U * 

ItS 0 H LT> > h 3 7 a£#, ^^ 3 ^^ h U 

(l. 6g) *fftrT-fe>> (3 0ml) H#»i"4o i©RlSfi^*« 
#L***5>«t& (7 0T3) *-e2 4f$WfllHl!feU ^LT^ip-T^o WI4©&£ 

(1 . 5 3 g) Lt#So MS (FAB) m/ e 2 8 0 (MH) + o 



(43) 



ftgk2 00 1-522845 



[0110] 
(IS C ) 

[0111] 
[it 4 3 ] 

< ^j> CH2 " 1 PPh 3 ^><*r p **»* r 

BOC' N 38 BOC' 39 

3 8 ( 1 . 5 3 g) jsi^h 'J 7x^*^7^ y ( 1 . 9 g) ©y/f** 
)VAT^ (1 0ml) (9 0 *C) + 4 ^fM»1-& 0 

Jfefi^feSrWffiT-e^^sK^- h L, f LT^gLfc4W^>"J*^ (5 0 
ml) <D 7 ? y ~y a. ? n ■? h ff *j V \z. frif 2> Q l 0%>^-Ji/-y^nD^3' 

y-emmL. METW^i/- Mgu g^b^t»3 9 (1. 5 6 g) 

LTHfc, MS (FAB) m/e = 4 4 6 (M) * 0 
[0112] 
(M D ) 

[0113]- 
Kb 4 4 ] 

N^CHO 

H \J 300 

( 4* a ^ r boc </ N T^P 

N 39 N H 40 

BOC iy H 

2. 5M<D-?^-)VV ^3-+, 2±<D^**fyWM. (0. 9ml) 39 (1. Og 

) <Dr- h 9 KD7? >Y#i£ (10ml) K- 7 8ttWS, 

7^fH K ( 0 . 3 8 g) <7)x h7t Fn7 7>-If (5ml) ^iDT & o K 

£>"J#^;w (5 0ml) <i077-r>a^n7h/77i:^ltl>o 59M*>'- 



(44 ) «*2 00 1 -522 845 

)V-v?no^r/fISU ^Tti^^V- M£> 11^4 0 (0. 
3 4 g) L-C#fCo MS (FAB) m/e = 2 6 4 (M) *o 



[0 114] 

(1*1 E) 

[0115] 

lit 4 5 ] 



.BOC N BOC 

H 



H " 



P t 0 (0. 0 8 5 g) *&t?4 0 (0. 3 2 g) <D*-? (5 ml 

tx;<#V- bt*. ft?»*lfc«t«*t'>'J*^ (3 0ml) «7rr^ 
^D7b^?7Wt*. 1 0%^ ^y-iV-y^DD^ *>-C**L, M£T 

tX ;^i/- gm<b^ti4 1 (o. 2 3g) ^mm^<o=t^tLxmtzo 

MS (FAB) m/e = 2 6 6 (MH) \ 
[0 116] 
(XfS F ) 

[0 117] 

{it 4 6 ] 





v**-9-> (2ml) + , -fk^4 1 (0. lg) t4MHClfc*P30fl > 

(2ml) fLt^i^v ^M<7)pHi s 8ttK^S 

4-CBiorad AG 1 - X 8 (0 H"ffl) >f * >*«M»l!i**iO L4*«& 



(45) 



00 1-522845 



Kb 

^«J4 2 ( 0. 0 6 1 g) *#UB^=fA k Ltflfc, MS (Cl)m/e = l 
6 5 (MH)'o 

[0 118] 

[0 119] 

(i8A) 

[0 12 0] 
[ft 4 7 ] 





CO^e 



1 <?>I*lD-e|f £>*lfc 33 (600mgx 1. 48 mm o 1 ) <DM e 0 
Hv§fl£ (15ml) fc, ^zS.T% 7* U ;vf^f Jl/ (0. 3 0 0ml, 3. 33 
mmo 1) S^iOLfco i WRJSig^i&S-^ia-C 2 ^fH^# L, B£ 6 0 

7^77 (5%MeOH-CH:C h-1 0%MeOH) 43^*7 
*7-f LT 5 7 4 mg (78%) &tz„ LRMS (CI, M+H) = 

4 9 4 0 

[0121] 
(ISB) 

[0122] 
[ft 4 8 ] 



(46) 



#^2 0 0 1-522845 





C0 2 Me 



p-^nnr-'JV (0. 160g, 1. 2 5mmo Is) WhJUV (5m 
1)}#?£K> 0t)t\ f'J^fJVT^?-^^ ( 0. 7 0 0 ml, Y)]s^yt£2 
M) fctPx-fco 0tfl5*M, ^ltfja-C4 Ofl-WatfPL*: 

o 2c^"e> 4 3 CO h /i/.xv - C Hz C 1 2 ( 1 0 m 1 , l : 1 , v / v 



Ota 



) 0 "C"C> 7~ 'J ( c o m p 1 ex) Hflpx-fco 3 0 $Hfe, 

S04X 1 0 H*0£*fc!fflU Me OHffltSitCioT^xV 

iM L ?to y'J*^^^a-7f^77^ - ( l 0 %M e 0 H - E t 0 A c - 



--> 1 5 %M e 0 H t 1 %NH4 0H) T\ &-fe*6tfcfrfc LT 6 2 4 mg (9 
7 96) <D 4 4 lrms (CI, M+H) =5 8 9o 

[0123] 
(1*1 C) 



[0 12 4] 



[it 4 9 ] 





45 



o o 



(47) 



15*12 00 1-522845 



MXmfr>t>0>M&to4 4 Wjr^ymWL ( 1 0m 1 ) C> 4M HCl-y 
(2X2ml) <0^$rjjnx., * LTiOM* 8 0 "C 2 T 6 B#M 



?)£t^£E ( 3 X 1 0 m 1 ) -C'J>^L, LT±S 



0 OmgOrlltt) LT4 5 MS (CI) 3 4 7 (M+ 1) 0 

[0125] 

mmm 3 ) 

(Iff A) 

[0 12 6] 



[it 5 0 ] 



Tr 
I 

N 



1)EtMgBr,CH 2 CI 2 



46 



2) N^~^ — CHO 

0 °c - 



*- Tr — N 




OH 47 



;ftxfji/Y^y^A (23mL, 69. 1 mm o 1 , x 3 M) £ 



0V<O^it^^U> ( 2 8 0 mL) +<7)4 - 3 - K- h 'J 7x^;V^f H 5 ^ 
V-^(2 5. lg, 5 7. 6mmol) OlfttSTUo 0 

^Mffl^Lfc. 4 -fcT 'J v^-*;V^^r->T;V7 y t: K (6. lml, 63. 4m 
mo 1) fcfifiTLfco ^OStSfefi^flftwff^o KJ&M&VBW^T ] ) a- h 

IfcSI^-f - ;u <t IS^Pim'fkT > ^6 — c a t ^Hf^ffit^o TLC (5%^^y-;w 



mffiL, 5HfcW4*fci*U ^LTM^f V>fMtJo ^<7)tttlit»?"^^-€: 

> > Tift if- u h U -)At-^H, «fiU -eLTifenyft 

(free flowing) *&3fc# s # htl&^fc-tfrftz/ »j *^;K7)±^ 



(48) 



#312 00 1-522845 



g (9 3%) <*>4 7£#fc«, NMR'H (4 0 0MHz, CDC U) I 8. 56 
(2H, d, J=6. 0Hz) , 7. 47 (1H, d, J = l. 4Hz), 7. 

36 (1 1 H, m) , 7. 13 (6H, s) , 6. 63 (1 H, s) , 5. 79 
(1H, s) , 4. 43 (1H, s) 0 MS (CI) : 4 1 8 (M + 1, 26) 

, 243 (100), 167 (45) o 
[0 12 7] 

(XflB) 

[0128] 



[it 5 1 ] 



Tr— N 




Ac 2 0, Et 3 N 



DMAP, CH 2 Cl 2 



*~ Tr— N 




OH 



OAc 



S&TkBWl (9. 7mL, 5 1. 4mmol) fait* J- ^ (8 0 OmL) * 
047 (2 1. 4 g, 51. lmmo 1) > h-;x.f-;VT5> (3 5. 6 ML, 
2 5 5. 7mmol) * iC^f ^T5^'J V> (0. 13g, 1. 0 mm 



«}Rt« i 0% *» ©**»I***t 4 fc * K) t*»L (3X) , 
LT22. 8g (97%) W48 NMR'H (400MHz, CDC 1 j 

) : 8. 61 (2H, d, J = 6. 1Hz), 7. 46 (1H, d, J = l. 4 
Hz), 7. 38 (1 1 H, m) , 7. 15 (6 H, s) , 6. 83 (1H, s 
) , 6. 8 0 ( 1 H, s) , 2 . 2 0 (3 H, s) • 
[0 12 9] 



(49) 



1$*2 001-522845 



(IS C ) 

[0 13 0] 
[it 5 2 ] 




pto 2 , hoac /=n r NH 

~ *- Tr— N 




H 2 , 60 psi 

OAc " 5 2 em 49 

4 8£ft& (1 0 OmL) 4 s ^ia****t>?S»L. Par r*ffk79^3K 
L, i|T'A-yLf: 6 aM-ft^ (1. 13g, 4. 9 6 mm o 1 ) £^#D 
Lfco Hfc^S-^*** — 6 0 p s i T\ Par r ^"CTk^ffc Lfc 0 /h 

NaOH'fcJ:0 ! ft8xfHMi>f Uo TLC (10 
%MeOH/M^fV>) »i, mi&»R^m»*J:W f ffiRf^dti&^^*^ 
Lfco £*>ig<£*£> ?M:iBI, S^^kLTto TLCfi, 

-> 'J # is «£ l o%^^y - fr/KMt* f-vy* ^ftUfrtz ?D7^77^- 

* 9 A H^E^Lfco 5%NH40H<cn C .)/l 0 * ./ - ;v/ 8 5%y^nn 
***-C«lttiU ^ify^m (glass) t LT1 5. 9g (79%) <D 
4 9Wc 0 NMR'H (400MHz, CDC Is) 17. 33 ( 1 0 H, m) 
, 7. 14 (6H, m) , 6. 51 ( 1 H, s) , 3. 04 (2 H, m) , 2. 
57 (2H, dd, J = 2 . 4, 12. 1Hz), 2. 44 (2 H, d , J = 7 
. 0 H z) , 1. 76 ( 1 H, m) , 1. 66 (2 H, d, J = 12 . 5Hz) 
, 1. 10 (2H, dd, J = 3. 7, 12. 4Hz) Q MS (L C/MS) : 
4 0 8 (M*) o 

[0131] 
(Ig D ) 



(50) 



^2 00 1-522845 




NH 




[0132] 
[it 5 3 ] 

RSOgCI 

Et 3 N. CH 2 CI 2 1T ~ N >^VX* N ^ 50 

jt&ft;4 -^DD^^m**-)!' (0 . 1 2 g, 0. 56mmol) S 
-ftptf-VV (3m 1 ) *<7?4 9 (0. 2 1 g, 0. 51mmol) ^Wf'ii 
f;V7 => (o. 11ml, 0. 76mmol) ©IM?8[I^ ttUoi 
fe*Lfc«#«*-ift*^Ufco TLC (10%^/-Vtit^^>') ti> 

TO. 2 6 g<7)5 0£#*r o NMR 1 H(400MHz, CDC U) : 7. 68 
(2H, d, J=8. 6Hz), 7. 49 (2H, d, J = 8. 5Hz), 7. 
3 2 (1 0 H, m) , 7. 12 (6H, m) , 6. 4 9 (1 H, s) , 3. 7 4 
(2H, d, J = l 1. 5Hz), 2. 41 (2H, d, J =7. 0Hz) , 2 
. 24 (2H, dd, J = 2. 36, 11. 8Hz), 1. 69 (2H, d, J 
= 13. 0Hz) , 1. 61 (1H, m) , 1. 28 (2H, dd, J =4. 2 
12. 8Hz) 0 MS (LC/MS) : 5 8 2 (M + )o 
[0 13 3] 

(XflE) 

[0 13 4] 

[it 5 4 ] 



(51) 



*5«2 00 1-522845 



/=N ( ^N' S ° 2R _HC L _ n' S ° 2R 

TrN v^^k^ MeOH »-™^K^KJ - Ha 

SO 51 

^^-^ (6ml) feiCFlN HCI (3ml) 5 0 (0. 299g 
,0.5 6mmo 1 ) <DM&Vs$: 8 Otf-C'^^o 3 /h7'J 3 - h £ 

i NTR^kf- h <y ^texz/mm^^-fr*^? j^yi-Lti 0 tlc (10%^ 

TO. 154g (75%) C051 NMR 1 H(400CDjOD) :8. 

80 (1H, d, J = 1 . 4Hz), 7 . 75 (2H, d, J = 8. 8Hz) , 

7. 62 (2H, d, J = 8. 8 H z) , 7. 32 (1H, s) , 3. 77 (d 

, J = 1 1 . 8 Hz), 2. 66 (2H, d, J = 7 . 2Hz), 2. 29 (2 

H, DT, J = 2. 5, 12. 1 H z) , 1. 73 (2H, d, J = 1 1 . 7H 
z), 1. 60 (1H, m) , 1. 32 (2H, m) , MS (CI) 1340 ( 
M+ 1 ) o 

■ 

[0135] 

(1*1 A) 

[0 13 6] 
lit 5 5 ] 




RC0 2 H, EDCt, 
NH HOBT 



NMM, CH 2 CI 2 




Rit, 4-^nn7x^.)Vt^|, 0 1-3- (y^fJl'7^7'nt: , jl/) -3 
-xf ;u*^f-^ U*H Kn^n'J K (0. 2 0 g, 0. 6 8mmol)£, 
y>fWM75K (2ml) & J: Zfi&lkJ f- > (2ml) +<7)> 4 9 ( 



(52) 



V&m.Z 00 1-522845 



0. 2 1 g, 0. 5 2 mm o 1 ) . (0 . 0 7 g, 0. 5 7 

mmo 1 ) . N-> f-Zb^e/u* U > ( 0 . 17ml, 1. 5 6 mm o 1 ) £ «£ V s 
Y. Kn^fy^^V'f 'J ( 0 . 0 8g, 0. 6 2 mm o 1 ) (7)Ifi^lI 

nhnti^m^-mtwLtzo tlc (io%^^-vm 

tei&fc^n-^ ^57^ - *9Ai:3£»Ufco racfcafc-CfcffiU 0. 26g« 

NMRti, tft^f^M^T? K-e«Jfe3itfc£ 

T«J*U ilU ^LtilLTO. 237g (83%) <7>52 *#fc„ NM 
R 1 H (400MHz, CDC lO 17. 34 (1 4 H, m) , 7. 13 (6H 
), 6. 52 (1 H, s), 4. 65 (1 H, m) , 3. 68 (1 H, m) , 2 
. 98 (1H, m) , 2. 74 (1H, m) , 2. 47 (2H, d, J=7Hz 
) , 1. 96 ( 1 H, m) , 1. 70 (2 H, m) , 1. 16 (2H, m) o M 
S (LC/MS) : 5 4 6 (M + ) o 
[0137] 

mmm 5 ) 

(1*1 A) 

[0 13 8] 
UK 5 6 ] 




NH 




NR*R 2 



R 1 iiH"C<fe *? ^LTR ! li4-^nn7i-)Vtl>So MV-xV (5 0ml 
) *<7)4 9 (2. Og, 4. 9 mmo 1) fiiffN- (4-^°7x^) T 
^ y H/T 5 F(0. 9 8g, 5. 4 mm o 1 ) (D^^ty*. — BfcM^SLfco 



(53) 00 1-522845 

^;vco±^ML7to #f^tL7t^^ N v"; * * J: tf 1 0 * ^ - fr/mt* 
^vy^fy^frtzt ^ - 77^ - *7Ai:5c|L/: 0 1 $ J- )\</ 

**f- v y -e, jrut 5 %t ^^e-t (cone) / l o 9 ; 8 5 
%i&lt*3-vyx»m&L, 'J>m<D>vm%!)*^-f& i. 17 g<vMM1k&%d, is J: 

■W^f^tLTl. 5 0 g<Dm&% 5 3 I§:1K*{± 2 . 67 g (92%) 

oNMR 1 H(400MHz, CDC h) : 7 . 46 (2 H, d, J = 1 1 . 8 
Hz), 7. 34 (1H, s) , 7. 32 (10H, m) , 7. 23 ( 2 H, d 
, J = 1 1. 8Hz), 7. 14 (6 H, m) , 6. 55 (1H, s), 3. 0 
4 (2H, d, J = 1 5. 3), 2. 6 8 (2 H, m) , 2. 51 (4H, d, 
J = 8. 3Hz), 2. 07 (2H, t, J = 1 4. 7Hz), 1. 80 (3H 
, m) , 1 . 2 8 (2 H, m) o MS (LC/MS) 15 8 9 (M + ) 0 
[0139] 

[0 14 0] 
lit 5 7 ] 

O 

/~N f^^NH RNCO /=N j^^N NHR 

49 54 

Rfi^ 3, 5-y^nn7i-K^S <! 3, 5--/^nn7x;WVy7 
1- (0. 2 1 g, 1. 1 mm o 1 ) ^C^^-Vy (5ml) 4^4 9 ( 
0. 3g, 0. 7 4mmo 1 ) ©MiftfftKKJn Ufco 
#L£o TLC (5%7V€-7 (conc)/10%^t^ 7-^/8 5 

5>*L*«!)H-h^jflr5/y *r>KO±'v«jiiLfco iO#?>itfc»*Sr, v";*joJ: 

L£ 0 2 0 %7-tr h y /t&it* 86 5 %p< ? -/ - VyX* 



(5 4) 00 1-522845 

iSffiU fifeH-fti: If 0. 37g (83%) ^54 NMR'H (4 0 

0MHz, CDC h) 17. 53 (1 H, m) , 7. 36 (10 H, m), 7 
. 12 (6H, m) , 6. 97 ( 1 H, m) , 6. 71 (1 H, m) , 6. 56 

(1H, s) , 4. 04 (2H, d, J = 1 7. 3 H z ) , 2. 86 (2 H, m 
) , 2. 52 (2H, d, J = 9. 1 Hz) , 1. 95 (1H, m) , 1. 72 

(2H, d, J = 1 7. 1 Hz) , 1. 16 (2 H, m) o MS (LC/MS) 

: 5 9 6 (M + ) o 
[0141] 

mi&ffl 7 ) 

CDg A) 

[0142] 



[it 5 8 ] 




h'j^fJVTJK^^A (1. 2ml, 2. 4mmo 1 , h;Vi>4>2M) * 
, h;vx> (7. 5ml) *©3-^nn7i')> (0. lOg, 0. 8mmo 

Sia-C3 0 5HB«#Lfco V^iltT. MV^> (10ml) +<755 5 

(0. 48g, 0. lmmol) £»Lfc 0 — TL 

OH (3ml) fiSlttiafco ftfctLfc 3Mfc»4- * LTftK 

xfK*«iULfc, Jill Hi & f^9>f >T^^b> 



(55) 00 1-522845 

^yTk^tbMtbtz? ov^77^ - %^ Ltc 0 3~l 0 9 J - )\< 

/^ffc^ ^>-C?#tB SfefitfttLTO. 31g (6 6%) ©5 6*<lfc 

0 NM R 1 H (400MHz, CDCh) : 7. 71 (1H, m) , 7. 29 ( 

1 2 H, m) , 7. 14 ( 6 H, m) , 7. 05 (2 H, m) , 6. 55 (1H 
, s), 3. 04 (2 H, m) , 2. 68 (2 H, m) , 2. 51 (3 H, m) 

, 2. 09 (2 H, m) , 1. 81 (2 H, m) , 1. 58 (2 H, m) , 1. 
3 (2H, ra)oMS (L C/MS) : 5 8 9 (M + ) 0 

[0 14 3] 
(MB) 

[0144] 
\it 5 9 ] 




(18ml) isWlN HC1 (6ml) *<Dit&m 5 6 ( 0 . 
6g, 1. Ommo 1) £6 CCi-ej&fcfco 1 N&SHfc^ h 'J ^ A £> «£ Cfft 

wMftfr^E ~9- Ltzo TLC ( 5 % T > * - 7 (cone) /10%^?/- 
»6*at«^- h 'J ^A-CflgiUfeL, f LT I ft HttL^>©*^ til, oi: 

o%^ ? y-^/M^fv>> %t^^e-t (Sli) / l o %fait* 



(56) 



^2 001-522845 



$> (10%methanol/chl or ide) «L> &W%*-1 

0. 205g (44%) <7>5 7 *#fco NMR 1 H(400 CDjOD) : 8. 
85 (1 H. s) , 7. 50 (2 H, d, J = 1 1. 4Hz), 7. 40 (1 H 
, s) , 7. 05 (2H, d, J = 1 1. 4Hz), 4. 251 (2H, s) , 
4. 15 (2H, t, J = 7. 5Hz) , 3. 46 (2H, d, J = 16. 2H 
z) , 3. 3 5 (3 H, m) , 3. 0 2 (2 H, t, J = 1 6. 2Hz), 2. 
95 (6H, s) , 2. 74 (2H, d, J=9. 0Hz), 2. 25 (2H, 
m) , 1. 9 3 (2H, d) , 1. 6 0 (2H, m) . M S (FAB) 13 5 7 

(M + 1 ) o 

[0 14 5] 

{%mm s ) 

(IDEA) 

[0146] 

lit 6 0 ] 

N — N 7—OSO2CF3 
2) PhN(S0 3 CF 3 ) 2 N / 59 




fh?KKn7?V (7 5ml) 4=©yM V7'nk'jV7? > (6. 6 3ml, 
5 0. 6mmo 1 ) ©-7 8tO*«tn-/f ^VffA (3 0. 4m 1 > 4 
8. 6mmo U ^4r^>"f 1 - 6M) fciPX-fco 3 0 fr?£> f h9KKn7? 
y (30ml) +©5 8 (7. 5 m U 40. 5mmol) £#-j.-V£^L 

r^o< 19 bos** - 7 8-c-ci. 5mmmwL, ^-etfn K 

n75 > (5 0ml) WN-7x^JV h 'J -7;v^-a^ r/^^*>7? K (1 

5. 3 g> 44. 5mmol) £ * - a - V LTjD&fco 

, tSi-C#ja?*fc. TLC (2 0%ftlif^*t» ttm»««^>tB 



(57) ^2 001-522845 

> 10. 8g (83%) 059 *StfeO«ltR»4: LT#7t 0 NM R 1 H (4 0 0 
MHz, CDC 1 3 ) : 7. 30 (5 H, m) , 5. 73 ( 1 H, m) , 3. 6 
3 (2 H, s) , 3. 13 (2 H, d d, J = 3 . 0, 6. 4Hz), 2. 72 
(2H, t , J = 5 . 7Hz), 2. 45 (2 H, m) • 
[0147] 

(IHB) 

[0148] 
[it 6 1 ] 



Ph v ' ^ ~ TMS Ph / ^ 

>y ' fPh^oPdCk. Cul N / 



TMS 



S9 (Ph 3 P) 2 PdC|2. Cul 

THF, DIPA 



t h9t FD77>I3J: XT a J4 V7 , ntf;v75>(7)3 : 1 (5 0ml) 

ft 3 ^ 59 (10. 8g, 33. 7 mm o 1 ) <O&$Lfei0HZ. h 'J ^ -f-Jl/V 'J ;WT-fc 
(5. 9 m U 42. 1 mm o 1 ) £2jnx_fc 0 nntf^ (f'j7x^ 
M^7^ ^77 7A (II) (1. 4 2 g, 2. Ommo 1 ) toX&B*; 
itm (I) (1. lg, 5. 7mmo 1) Srjp&fco RJfclR<0'fej&«*fe~*'fe~ 

n-fet^/fo i»»Mift, tlc (5%ft«jc^;i//^^-9->) t± <vm 

&<fc 7 > ^ - * a / (#) r>*-T$5£V ! zr?'(Z'-?fc&L. mj 

«!)7t^n^ h^77^ -Otf^AK^Lfco EICiM6-C*lHU 6. lg (6 
7%) <7)6 0 £»-fe<7>®#,k LT#£ 0 NMR'H (4 00MHz, CDC 1 3) 
: 7 . 35 (5H, m) .6. 14 (1H, m), 3. 63 (2H, s), 3. 
08 (2 H, m) , 2. 63 (2H, t, J=5. 7Hz), 2. 33 (2H, 



(58) 



<&m2 001-522845 



m) , 0. 23 (9 H, s ) © 
[0 14 9] 

cxeo 

[0 15 0] 

Ml: 6 2 J 

60 61 



ff7tKD77^ (100ml) 0 (6. 1 g, 22. 5 mm o 1 ) 

©SfiiSftKf >5^7^*-^A7fl'*5'f K (2 7mU 27. 0 mm 

0 u n ^ F n77>tlM) *Dn*.fco 6 2HHt, TLC (2 0 

^^^-^^Al^iL^ ^CSI-CiWU 3. 4g (7 6%) ^6 

1 £3tfe<7)@#t LTftfc, NMR'H (4 0 0MHz, CDCh) : 7. 36 
(5 H, m) , 6. 17 (1H, m) , 3. 6 5 (2 H, s) , 3. 11 (2 H 

, m) , 2. 91 (1H. s) , 2. 64 (2H, t, J = 5. 6Hz), 2. 

3 5 ( 2 H, m) o 
[0 15 1] 

(XfiD) 

[0152] 

Mb 6 3 ] 



(59) <&m2 00 1-522845 



.-a 

N ,Tr 

Ph. / — \ {Ph 3 P) 2 PdCl2, Cu! Ph / — \ /T*\ 

n y — =ch ^ s — n y — = — £ 



THF/OIPA 

61 62 



61 (3. 4 2 g> 17. 3mmo 1 ) i3 X. V s 1 - J* 'J 7i-;V^f JV-4 - 
3 - K-f ^ ^ V- ;u (6. 3g, 14. 4mmo 1) l-7tKo77^ (1 
0 0ml) fcJtfSM yyn^75 > (40ml) fcfcJSLfco v^nntf* 
(f'j7x-W^7r/) /^v^A (I I) (1. 22g, 1. 7mmol 
) taJn&BVlkm ( I ) (0. 4g, 1. 7mmol) ^fcoRM^^ 
lft«#3*rt:o TLC ( 5 % ^ * ^ - )V/&1t* V y) &m&VoW<o 

fta*ft7> ; E-') A/ (ft) 7:^^-7*3 <t^7*9-f VCfSfe^L, fcTKfffi^f- 

7. 02g (98%) 062 *^JIfe<^H#t Lt#/: 0 NMR 1 H (4 0 0 M 
Hz, CDC 10 : 7 . 44 ( 1 H, d, J = 1 . 1 H z ) , 7. 40 (14 
H, m) , 7. 18 (6 H, m) , 7. 06 ( 1 H, d, J = 1 . 5Hz), 6 
. 12 ( 1 H, m) , 3. 64 (2H, s), 3. 12 (2 H, m) , 2. 64 
(2H, t , J = 5 . 7 H z) , 2. 39 (2 H, m) , MS (FAB) 150 
5 (M + ) o 

[0 15 3] 

CDB E ) 

[0154] 

Kb 6 4 ] 



,Tr 

Ph / — /T"N H 2 (60psi) 



62 



1 0% Pd/C 




62 (7. 0 g> 14. 1 mm ol) *rF5KKD75> (250ml) , 



(60) 



<®&2 00 1-522845 



(2 0 0 ml) *XVmit**l'> (10 0ml) 0«^i:*»L 
|-e^-vL^o 10%A , 7vf^l (1. 0g) 
^Parr^tf6 0ps i T-«Mc*fl: Lfc . TLC (5%^^^-^/* 

^»ltmu »u>io%a5v^^i^l »***»tfp 

a r rifC6 0 p s i 7 2 0H*fftLfco TLC (5%>^-*/£tt* 

(i. o g) toUXmm. (6 0ml) *jn^.. «^**wp a 

rr«tt"C60p8 i"e-«ftL^o ,r^ii^«J*«»*^ *L-T*»Lfc 
0 TLC (5%7>«-7 («)/10%^yHV/Sft^W/) 

HrL^x*? h**Lfc« SMfcfcfM* (7 5ml) CB»»U 2 0%» 

*fft,<9V9A (1. Og) Srfc. :»Wlt5 0pB iT2BM**fl: 
Lfco Kfc**«-f h*»LT«iIU ^-*«<tt»L 

fc. tttttftftu »**>a-^ (xs) ****«M«II«***i< 

1 N N a O H is J: V$&ft>* fcigfJSU - U * 

n^^^-Hi 19 0. 7g (10%) ^)6 3^o NM R 1 H (4 0 0 
MHz, CD.C1.) I 7. 2 9 (1 5H, m) , 7. 13 (6H, m) , 6. 
4 9 (1H, s) 3. 5 8 (2H, m) , 2. 9 4 (2H, m) , 2. 5 4 (2 
H, t, J =8. 0Hz) , 1. 9 8 (2H) , 1. 6 6 (2H. m) , 1. 5 
4 (3H, m) , 1. 2 9 (2H) • 
[0 15 5] 

(UHF) 

[0 15 6] 

Mb 6 5 ] 



(61) 



43*2 00 1-522845 



Ph 




20% Pd(OH)a/C 
MeOH, HCI 



H 2 (1 atm) 



HN 




63 (0. 0 19g, 0. 0 5 4mmo 1) ^^y-^ (1ml) L 
> 1M HCI SrflUX-fco #^tL^M^i|TvN-yLt 0 10%^ 

( 0. 0 0 5 g) *jDx.. i<7)^#7^7)c^^^co/^;v- >T-e— 
B&f#L7t 0 £<7)*g-S^£-tr9^ h£iiLTiiiiU &tii^ - 3r £ * 7 - 
=t < ift&U ^ LT^St. 0. 0 1 2 8 gcD^BJ&r&#t#j£#7to 1 H NM 
RMliR)i**fei £>&j^o*:£ t £^L£ 0 i^rft^^^^y-^ (1ml 
) KW-mffiL, HCI (1^) £#B;L£o *f <b *l*:}§7&£g5if T^- v Ltz 0 2 
0 %M*^7lC^b^^ v^A (0. 0 1 g) £}J[];U * Lt Cl CO^tl^TK^ 

*T-*** ^y-^-Cct <f5fcitL. fLTSHU 0. 0 0 8 5 g?>6 4*mm 
%mVi%!Jb LX'&tzo NM R 1 H (400MHz, CDjOD) :8. 87 (1H 
, s), 7. 41 (1H, s), 3. 45 ( 2 H, m) , 3. 04 (2H, m) 
, 2. 8 5 (2 H, m) , 2. 05 (2 H, m) , 1. 75 (3 H, m) , 1. 
5 3 ( 3 H , m) © 
[0157] 

[0 15 8] 
(*ifc^J 9 ) 

[0159] 
[ft6 6] 



* 



(62) 



!ft*2 001-522845 



.H (t-Boc)20, ^ .t-Boc K ,^t-Boc 

Eto ^O s^&^O — hoJCj n 

O 65 o 66 67 

1. LDA, 300*ii/% 

2. CH 3 I (1000 *rt/%)*fa*C1CF 3 , DAST 
^t-Boc 

68 EtO^Js^ 

J R R= CH 3 

67 69 70 

X N .t-Boc i.t-BuOK,THF, 



70 



2 



N 71 
Tr 





1,H 2 , 10%Pd-C 



N 




N 2.TFA. t&.\*f| N 

*t-Boc / 

72 Tr 

A. Vi I lalobosKiDJourQal of Medic 
i n a 1 Chemistry 1 9 9 4, 3 7, 2 7 2 1 - 2 7 3 4©^B 

[0 16 0] 

5 0 9^^113-!;^^ 6 9 (10. Og, 30. 75 mmol 

) % h ij 7xi)l'*^7 * > (16. 9g, 64. 6 mm o 1) is <£ 1 5 0 m 
L<7)T-tr b-h'J Lfco 
[0161] 



(63) 00 1-522845 

nWfttot Ltz<> hK, 4 : i *^**)ry : Mxf^- i o o %m 

^JC^-;K7>-£jge*3«t 9 5 : 5 *&lb^ f- V > : ^ 9 J - fcfclfcoifttti £ 

ftffl-T* tj<7>^ h 9'*7 -7 -K=t ijflt&U *^*^Aft70 (7. 
1 3 g) £40 %tf>ItPp-e#£o 
[0162] 

5 0 0 m L<DjlJ&7 7^ 3K*^*- 9 At&7 0 (7. 1 3g, 12. 14m 
mol)s n-h , JfJK^'v'-JV-4-A^#^y7^fli F (4. 5 g, 

13. 1 4mmo 1 ) 3d£TF2 5 OmL^Jir h7k Fn77>ML> S 
lSi^i*4i:t:^Lfco * 'J >>A t - 7h^y K (-^^tV^OlMOl 

4 m 1 > 1 4 mm o 1 ) ^ITL, LT d <0&&*%LM.* o < 

-£> TAz-ft KOtB»*T L C KX 9 -t-* 'J ^^LTto iiflPO* 'J^At-7 

^'/K (2. 4ml, 2. 4mmo 1) £ 4 BtlW^Dnx., EJB^*Sift"C«# 

>: ftfxf jVT"y'J 7 AK i *J$gffiL, T ^T" > 7 2 (3. 2 

g) £ 5 l %<7>JK^-eE/ZM , tt#oii^t LTftfc, 

[0163] 

5 0 0 m L cojllik, 77^3C7 ;V<7- > 7 2 (3. 2 g ) > P t O: (0. 75 
g) fei^UOmLW * ^ - >u * 3E« U 7fc5Rw©Sr#»t7t = ^3y^S-^ 

^ilLTM (3. 2 g) £#fc 0 1 8 OmL^y^^tVCS 

^J3r**ry*<D 1M TFA (20mL, 20 mm o 1 ) t2 4 B^RM 
fiKt&ILfc, EJCfi-frftO p HfcTkJMt?- h U ^ A (1M) £fflv>T8J:<9 

-f- mitt + vy : pt^y-^vtm^) fcJ:»)||RU ^^7 3 (1. 8 g 

. 6 9 %H2^) 

[0164] 

i o) 
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IPh 3 P H 
I f 



39 



Boc 




CHO 



t-BuOK, THF J.*»* 
NaHMDS, THF \ut 




BuLi, THF 




H 



Tr 

PtQ 2 , MeOH,^ _ 



74 



N 



N 




Boc 




Boc 




- 76, R = M*' 



Boc 



HC1 /- 

^ 77,R = H 



H 



^^*-"?AJ|3 9 (3. 5g, 6. llmmol) mt^>77^3t 
*»IATT«»THF (3 0mL) *iNx.fco ^^^Oti^SPU 



t-BuOK (1. OM ift«t. 8 8mmo 1 ) >yt»U«TL 

;V^^f v' TJVft K (carbon aldehyde) ( 2 . 4g, 6. 55 
mmo 1) l/Ofll*-*:. tOEJ£fi#«*2 5t:-C2 4B*M«# 

OActflUBUo ^*>*^***^9>f >Ttti£U MgSO.t«L, 
JUL-tLtiiLfc. ^'J*m^D7 h^97^ - (4 0 - 
^a^-^-y- 6 0 %E t OA c) «fc «9 2 . 6 g <V 7 4 (71%) V>VBR*&fco 
MS (il/nnX/l/-> M + H) = 5 3 4 0 
[0 16 6] 
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M e OHKmffiLtzik&yn 4 (2 . 3 g> 4 . 3 mmo 1 ) UPtO: (0 
. 4 g) ZMz-?Zo 7tm<V^)V- y^KmU^K^WL, 2 ~~ 

3i%fflmitz 0 >&^-c\ z.<DKmm&ya* s i o 2 <7>? n-^ h 7 l (100 

W% 7 5 * 2 . 24 g (9 7%) ftfc.MS (xi/^ hn^^V-^ + 
H) = 5 3 60 

[0167] 

lb-^7 5 (2. 0 g. 3. 7 mm o 1 ) <D * * *f > 4 M HC1- 

(l OmL) £2 5 'CTlHlx.^o -^M-S^^l-J 6 L, 
^tOtl^iPL, -tLT5%NaOH*iDx.TpH*7 t Lfeo £Oil<M& 
SrE t 0 A c t'ML, >«L, M g S 

U ttilL, *LT*jB&U 1. 1 4 g (10 0%) <Dit^7 6 £Hfc 0 MS 
(iU* h 07^1/-, M + H) = 4 3 6 0 
[0 16 8 ] 

76 ( 2 0 0 m g > 0. 46 mm o 1 ) £?fj£ % 4 M H C 1 -V^^y ( 
5mL) t8 0ti:t4^WiU 1 4 0 m g <Dtt&® 7 7 £#fc 0 M S (C 
I > M+H) = 1 9 4 o 
[0169] 
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(H» V-ty^-iB'&T ? -fe>f ) 

tt, 4 0 0-6 0 0 gt*ofc. iOia^^s 5 OmM (pH7. 
5) ^o#'J hay (Po 1 y t r o n) Srfflv»T**V^>f X Lfc« 



(75) ^2 00 1-522845 

- h £, n,tk<7)m%&& xvryi) ft® i om, ioooxg-c 

0, 0 0 0 X gX^'L-frML. i It t ^ C * ^ y t -if - a > ii ft -C 3 0 ft 

5 0, 0O0Xgf2 0M) L7t 0 ^©K^fiL, ^LTI-Ii: 
$X- 7 0 "C-CML^o 
[0 17 2] 

^it^^^t^ft^DMSOCiiL, #cv»-e, «^^^*0. 1% 
DM S 0"C2 fi g/m 1 t X *) g^Ifl ( 5 0 mM h 'J * , p H 7 
. 5) *K%iMLtZo *V»-C, K^SJS^-^-7'^«Lfc (4 0 0 /i g<D?y 

o 3nM [ J H] R- a -^f;H;7?^ (8. 8 C i /mm o 1 ) 
ttzli C H] -N-^f-;n^:$^> (8 0 C i /mmo 1 ) ^jjpn i 19 , 
Rj££|!§£iU ^LT3 0tT*3 O^HB^ > + h Lt 0 fe^L*:';^ K 

*o7b 0 Jfeltf4'J ify y<wty°9- t co#^6*j&*£^<7) 7 0 %«fc 19?^ < !&« 

-fS-fb^-feSr, SPirfcm^mu K< (nM) £&£L/t 0 
[0 17 3] 

it&m 4 5, 7 8> 79, 8 1~97i3ct V 1 13-118 liO. 1-220 
nM(?)l6|<7)K^tL^o ft^4 5, 7 9, 8 1 , 8 2 , 8 3 . 8 4 , 8 6 
, 87, 88, 89, 91, 94, 9 6*^^1 16tt0. l~2 0nM(Dll 

[0174] 

ftt fctt* #<7)t*^ f>^-e& «9#& 0 @ff£f3S^fi, t£#J, #ifct&31;&, 

/^--b> h<7)^t4^^^^-«^#^ 0 ig^o^@#^ ^ u rti, mm^mx^x$> 



(76) #SI2 001-522845 

[0 17 5] 

»147 ^ * * *** U * LTffittfcfr* + CJBtti £ K J: o T 
[0 17 6] 

P fc«t«> fc * *> * * * - 7° n e V y 7 'J a - W & * • 

[0 17 7] 
[0 17 8] 

[0 17 9] 
[0 18 0] 

[0 18 1] 
[0182] 



(77) 1$m.2 0 0 1 -5 22 845 

[0 18 3] 

&&mm<r>mM®<om i &j&fr<Dmii, mo. img~iooomg> 

[0184] 
[0185] 

- 2 0 0 0mg/B, JfiKli 10-100 0 mg/a<OgPS4t$,?> o £ 
[0186] 

fflSft&fflfg rfe'14-fk^J ii, ^I<7)it^m$tz\tZ.ihh<Di&<Dl'D*7r,-?(7) 

[0187] 

(*M^!)A) 

mm) 

[0 18 8] 
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3 0 0 


7 0 0 



0 6 3 cm) tlU, io»t^.t 0 »ofc«tt*W»**» 



[0 18 9] 
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